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Concl usi on

The nost potent unit risk, Q'(ng/kg/day) ™, of those cal cul ated
for Oxadiazon I1s that for mal e nouse |iver adenoma and/or carci hona
combi ned tunor rates at 5.52 x 10% in human equival ents. The dose
| evel s used fromthe 98-week dietary study were 0, 3, 10, 100, and
1000 ppm of Oxadi azon. The corresponding tunor rates were 3/51,
1/55, 4/57, 11/58, and 29/55, respectively.

Backgr ound

On Septenber 3, 1986, the Toxicology Branch Peer Review
Committee classified Oxadiazon as a Goup B2 - probable human
carci nogen, and recomended that, for the purpose of risk
characterization, a |ow dose extrapolation nodel be applied to the
experinental animal tunor data for quantification of human risk (Q).
A Ql* based upon male liver (carcinoma and/or adenoma) tunor rates
was generated using nmg/ kg b.w. "%, s/day cross species scaling factor
(Oxadi azon hand-witten nmeno, B. Fisher, 3/16/87).

This revised nmeno has been generated in response to new, nore
appropriate chronic/oncogenicity studies subntted to the Agency and
to reflect the Agency policy change fromuse of the %, s to the ¥, s
scaling factor in 1994'. Quantifications of risk have subsequently

'See meno - Deriving Qs Using the Unified Interspecies Scaling
Factor, P.A Fenner-Crisp, Director, HED, 7/1/94.
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been estimated for these new studi es. The nost potent unit risk wll
be used for the purpose of lifetine cancer risk assessnent by the
Agency. In this case, the nobst potent unit risk, Q, is that for
mal e nmouse |iver adenoma and/or carcinoma conbined tunor rates at
5.52 x 10°? in human equival ents.

Al unit risks have been converted fromani mals to humans by use
of the %, s scaling factor (Tox Ri sk program Version 3.5, K. Crunp,
1994)'.  For the conversion to human equival ents, weights of 0.03 kg
for the nmouse, 0.35 kg for the rat, 70 kg for humans, the use of 98
weeks for the nouse |ife-span default and 104 weeks for the rat life-
span default were used.

It isto be noted that the Q" (ng/kg/day) ' is an estinate of the
upper bound on risk and that, as stated in the EPA Ri sk Assessnent
Qui delines, the true value of the risk is unknown, and may be as | ow
as zero.

Dose- Response Anal ysi s

There were no significant increnental changes in nortality with
i ncreasi ng doses of Oxadiazon in male or female mice or rats reported
in the studies. The unit risks, Q ‘s, were obtained by the
application of the Multi-Stage nodel (Tox Ri sk program Version 3.5,
K. Crunp, 1994).

Mal e mi ce had a significant increasing trend at p < 0.01, and
significant differences in the pair-w se conpari sons of the 100 (p
< 0.05) and 1000 (p < 0.01) ppmdose groups with the controls, for
| iver adenomas and/or carci nomas conbi ned.

Female mce had a significant increasing trend at p < 0.01,
and a significant difference in the pair-wi se conparison of the
1000 ppm dose group with the controls at p < 0.05, for liver
adenomas and/ or carci nomas conbi ned. There was al so a significant
difference in the pair-w se conparison of the 1000 ppm dose group
with the controls for malignant |ynphomas at p < 0. 05.

Mal e rats had a significant increasing trend at p < 0.01, and
significant differences in the pair-w se conparisons of the 100 (p
< 0.05) and 1000 (p < 0.01) ppmdose groups with the controls, for
I iver adenomas and/or carci nomas conbi ned.

There were no significant trends or pair-w se conparisons for
the liver tunors of fenale rats.

Addi tional Q Calcul ations

The unit risk, Q'(ng/kg/day) !, of Oxadiazon based upon female
nmouse nmalignant |ynphoma tunmor rates is 2.89 x 102 in hunman
equi val ent s. The dose levels used from the 98-week dietary study
were 0, 3, 10, 100, and 1000 ppm of Oxadiazon. The correspondi ng
tunmor rates were 16/52, 25/53, 19/46, 21/48, and 27/ 51, respectively.
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The unit ri sk, Ql(ng/kg/day) of Oxadi azon based upon fenal e
nmouse |iver adenoma and/or carcinoma conbined tumor rates is 1.31 x
10°? in human equival ents. The dose levels used from the 98-week
dietary study were 0, 3, 10, 100, and 1000 ppm of Oxadi azon. The
corresponding tunor rates were 1/52, 0/53, 0/46, 1/48, and 7/51,
respectively.

The unit ri sk, Ql(ng/kg/day) , of Oxadi azon based upon nal e rat
li ver adenoma and/ or carci noma conbined tunor rates is 3.34 x 102
human equi val ents. The dose |l evels used fromthe 104-week dletary
study were O, 3, 10, 100, and 1000 ppm of Oxadi azon. The
correspondi ng tunor rates were 0/53, 1/55, 1/54, 5/54, and 12/52,
respectively.

The unit risk, Q' (ng/kg/ day) !, of Oxadi azon
based upon fenmale rat i ver adenoma and/or carci nona conbi ned tunor
rates is 8.16 x 102 in human equival ents. The dose | evel s used from
the 104-week dietary study were 0, 3, 10, 100, and 1000 ppm of
Oxadi azon. The corresponding tunor rates were 1/52, 1/52, 1/55,
1/53, and 3/55, respectively.
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